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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

Applicant : Desnoyers, et al. 

Appl. No. : 09/931,836 

Filed : August 16, 2001 

For : NOVElf PEPTIDES THAT 

INDUCE CHONDROCYTE 
REDIFFERENTIATION 



PATENT 



Examiner 
Group Art Unit 



Jiang, Dong 
1646 



DECLARATION OF LUC DESNOYERS AND WILLIAM L WOOD 

UNDER 37 CFR §1.131 

Commissioner for Patents 

P.O. Box 1450 

Alexandria, VA 22313-1450 

Dear Sir: 

We, Luc Desnoyers and William I. Wood, declare and state as follows: 

1. We are the inventors of the subject matter that is presently claimed in the above- 
captioned patent application. 

2. During the time period in which all of the events and activities described herein occurred, 
we were employed by Genentech, Inc., the assignee of the above-captioned application. 

3. All of the events and activities described herein were performed by us personally, or 
under our direction, as part of our duties as employees of Genentech, Inc. 

4. The invention claimed in the above-captioned patent application was conceived prior to 
April 20, 1999 and diligently reduced to practice thereafter in the U.S. as described below. 

5. Prior to April 20, 1999, we conceived of the polypeptides claimed in the above-captioned 
patent application. This is demonstrated by the attached sequence printout (Exhibit A), which 
was generated prior to April 20, 1999, and which shows the complete sequence of the 
polypeptide having the sequence of SEQ ID NO: 2. The attached printout also shows the 
complete sequence of the nucleic acid which has the sequence of SEQ ID NO:l. As evidenced 
by the sequence printout, we were in possession of the complete polypeptide sequence prior to 
April 20, 1999. 

6. The date deleted from page 1 of Exhibit A is a date prior to April 20, 1999, and was 
redacted pursuant to M.P.E.P. § 715.07. The redacted date is the date when the data were 
generated; the date the report was printed, April 16, 2004, remains on the report. 
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7. After initially conceiving the polypeptide having the sequence of SEQ ID NO:2 prior to 
April 20, 1999, we diligently reduced the claimed subject matter to practice by working to 
express and purify the polypeptide and to run it systematically through many assays. The cDNA 
was deposited with the American Type Culture Collection (ATCC) on January 12, 1999 and 
assigned ATCC no. 203581. The protein of interest was assigned a "protein inventory number" 
(e.g., PIN1308 and PIN1308-1). As set forth in the enclosed Exhibit B, the polypeptide was 
expressed in E. coli - PUR1009 (see page 2) on November 16, 1998; in Baculovirus - PUR1039 
(see page 3) on November 23, 1998; and in mammalian cells (see page 4) on February 17, 1999. 
Furthermore, various constructs with poly-His or IgG tags were made from the time of first 
cloning and the construction of these was followed by expression and purification of the protein 
during the time period of prior to April 20, 1999 through March 13, 2003. For example, Exhibit 
C shows July 13, 1999 as the date of purification of a polypeptide having the sequence of SEQ 
ID NO:2. PIN1308 and/or PIN1308-1 were distributed to various scientists for multiple cell- 
based assays and/or quality confirmation tests from August 20, 1999 through January 22, 2001. 

8. Exhibits D and E list the assays performed on the purified protein. Assay AS Yl 10, called 
"Chondrocyte Re-differentiation Assay" was completed on November 10, 1999 for PIN 1308-1, 
which is a polypeptide having the sequence of SEQ ID NO: 2. PIN 1308-1 was delivered to Luc 
Desnoyers for one of the assay runs on October 22, 1999; testing was completed on November 
10, 1999. Exhibit E is an assay result list that shows positive results for the assay completed on 
November 10, 1999, thereby confirming the ability of the claimed polypeptide to induce 
chondrocyte redifferentiation. Thus, actual reduction to practice occurred at least by November 
10, 1999. 

9. After reducing the invention to practice, we worked with the Genentech, Inc. patent 
department to prepare a non-provisional patent application, which included the sequence of SEQ 
ID NO:2, as well as the data showing the ability to induce chondrocyte redifferentiation. That 
application was filed on March 1, 2000. 

10. We hereby declare that all statements made herein of our own knowledge are true and 
that all statements made on information or belief are believed to be true, and further that these 
statements were made with the knowledge that willful false statements and the like so made are 
punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of the United States 
Code and that such willful statements may jeopardize the validity of the application or any patent 
issued thereon. 






William I. Wood 
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No LOTs for this EXPression 
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Assay View> r | Sequence Viewer | Gene Vtewar | GenenGen&s j 
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llilili 9 ^ UNQ753 P RO 4365 Human CTRP3 Pdy-His TFDNA1023 68 FLDNA44686 

|g|||^|il^3R^^ sst.44686.H8 
liliii^:ppS§r^ sst, 44686. H6 



^llfS^ llWIi^ Mammalian Stable 

li|§ CHO 



PS24 



GEL180 
GEL181 

FALSE 

no band on western 




WM February 17, 1999 



! *>.-iV~;; ;;.- t r:r;i , ;5c;:'' 



life L hney Lewis-Steiner 



ttfSls?M^l 30966 ' 55 

No LOTs for this EXPression 
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PUR1009 

Oene Info UNQ753 PRO 1fl2S Human CTRP3 Poly-HfS JF 

Protein Request ID 

DNA Lab Name pE44666-1 

PUR Name: 

Expctd. PUR Date 

EXP EXP2247 

Mass Spec 

Warning 

endotoxin Level 6.24 EU/ml 
LLS Molar Mass (g/moi) 
ExtCocf. {mg/tniy^cm)- 1 
Prat A ng/ml 
Reduced SDS MW Approx. 31 , 55 kDa 
Theoretical MW of 0RF#1 26723.56 
Gel Score 

Buffer 1 mM HC1 / 0.15 M NaCI / 4% mannitol 
Comments 
Status 

Oato Entered November 16. 1998 
Yield Concentration 4752 nM 
Date Canceled 

Scientist Garouz. farour?! 
Delivered To 

Notebook 32647-8- 
Protein Lots 

PIN1306-1 1009 



View DNA 55,| I View Protein pi . | [u pd ate Record j 

IS FL DNA446a6 

Protein Formalname 
Control 
PUR Date July 13, 1999 
No Sequence report available 
Sequence Info 



GELS 

AA Analysis(mg/ml) 
OD280 

Endotoxin Unite/mg Protein 
Pro! A ppm 



PUR Done Date 

Yield Volume 4.5ml 
Cancel Reason 

Status Done 
Origin 
Storage Location 



I DN[A | eoM i ^xr | | fl^ I US I tJPl-T I MAE I QLJ I HSB I HSSi I PJ^S I B^A J §bc | uno | xpt t XSJC 
Assay Viewer I Sequence vfewer | Gene viewer I p£D£&£a&£& I SAGE 

GensnGorics Feedback 
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& AH Positives t~' Verified Positives Tj Pending 



I DIff Skeletal Muse JPJJRJQQa 

7]mxm.'' 

;PUR100& 

• PUR1069 



|ChondjF 
JO^Red^" 



'PIN1 308-1 
.^^"'piNijoa-i 

; L0T2S5 2 jPIN1 308^1 . 
" T l6f2S52 jpjN130a-1 ;" " 

'"' ' PiNiaoa-i ' 



47.50 nM 1 'UNQZS2 j Human CTRP3 Po»V;His i 10/02/1999 12AJ1/1999 

47.50 nM ~ ' 45 J K UNQj£3/ Human CTRP3 Pol^His " 10/22/1999 '"' 1 1/10/1W9 

47.50 nM {TOST ;UNfl25a Hun^n"cfRTO>oiy^fs ' 1 2/ 1 5/1999 7u^7/2006" 

1 47.50 , nM j 82.'i'3 UNQ753 Human CTRP3 Pofy+ilS 05/16/2000 1 08/1 8^2000 

UNQ753. Human CTRP3 Po<y4fls 03/12/2002 64A)3g002 
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